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**fet*fl-rt*. JfiL»U JflL* 4 tz ttjWc * s If « 1 £ ii 2 f&Wwmtt&o 

umm 4 ] 

t»L P T X 3 ffl V> TSfetfeSsW* <S> PTX3^^7 jf * & & <7) & & If 



& 4 famof ij^^o 

[»3fcS 6 ] 

IMMfejf a* tr * > -e & s it^jg 5 aa«o* 05e^^o 

fa P T X 3 tfM*tf*£5 P T X 3 * i * O ^ ^f- K W Jf * Bit £ & & »*Jj| 4 

fell P T X 3 $m *^-t * JfiL^Pt^CO^^CO^If/f^o 

[it» 9 ] 

US L fcffe P T X 3 t , {RffettK-ClRlfe $ tltz&Q P T X 3 ttUfcS-^ir & <Z> 

x$>2> mmm 8 mmommmo 
im^M i o ] 

mmttz J2« fc*Mfe«bJt 4 7t figsfcfe § P T X 3 9 IXIi P T X 3 it 

imim 1 1 ] 

JflL*»*^ &mMk * tz fiJKJfiLflfgyfc-c* ^ If ^ l 0 1B«oj^ * y - - > 
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[mm&\ mmm 
[fMf] 

10 0 0 1] 
[0 0 0 2] 

PTX3I±, Pentraxiru Pentaxin, TSG-14, MPTX3 1 & Pf t£ fi, 4 > 9 - n -i 1 (I 
[0 0 0 3] 

^>f7^f-»775 V -Kti^tt* >v*£r fc L-C^n^tLTV^C-reactive protein 
(CRP)^serum amyloid P component (SAP) & t^^^Ef^ o Pent rax infi, EU^Long Pen 
traxini &lWtU CRP iiShort Pentraxin t £ X tL^> 0 Pent rax i n ii ^ ^CRPIB^J 

&o Lfr L> PTX3l±CRP^SAPfcMfcl9 I L-6fc£&gN|E£gtf5a:V» 0 SfcP 
TX3^>a7S fc&SS"** ^CRP^SAPililir^it*^ PTX31JC 
RP^S AP tii^^^^fg^^rf^i t&mmZtiX^Z (##lrM2) o 
[0 0 0 4] 

i i: % /jMfiLfjfcO 4 t%*) 9 & , Jt^fttfiftM^bm y ? - * k & it * 

[0 0 0 5] 

^tLtl^lln^Tn-jvi, ^iflLffi, Iil5c#t, HESS, ^M#*Wb;fi£o Ml 
[0 0 0 6] 

f^PTX3©i^tLt, ##«=»3l:ia«©EL I SAftt:U^»e 
tLTV^ 0 iCOflj^^^V^Tti, PTX3lil±, ^«^f^<7)7. 5B#F H 1^*^fi 
^2 2ng/mL^& *9 , ^©tilCl^L, LTV^ ^tMMi2> jEt#<D 0 

. 5^<b2. 5ng/mUC&& tOie«7)*&£o -^)<tM^ P T X 3 Ml^^ J; 

tu£\ ^iSSH^ai©* KifiLtf p t x 3 < & & £ t ii^n ^ fix v> & ^\ ^#5® 

i^iif if tti*i C % § If (?) t pgt P T X 3 W JfO J: o \zmkLX^&<Dfr 
[0 0 0 7] 

i^#IfS:Kl] Breviorio et al. : J. Biol. Chem. , 267(31), 22190-7 (1992) 
[i#M2] J. Biol. Chem., 267 (31), 22190-7 (1992); Domyaku Koka (Arte 
riosclerosis), 24 (7-8), 375-80 (1996) 
[^#fMR3] Arthritis and Rheumat i sm, 44/12 (2841-50), 2001. Circulation, 
102, 636-41 (2000) . Arterioscler Thromb Vase Biol. 2002; 22: el0-el4 

t x t -t mm\ 

[0 0 0 8] 
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[0 0 0 9] 

v^/c p t x 3 mst e u jfiL«»« * sit #to htLx\*&x*^>m&£ vr 
m^m^mm^ p t x 3 ms^r u p t x 3 M^iffMoeja^Kir^- * - 

[0010] 

t(l!VLi3 X ZfT X tf y >tt#«r»OJfll?t+ P T X 3 * MM U $L^%.<D P T X 3 (&T**ltB 
[0011] 

-T&fr*., *f&Wfc3\ tMft* o P T X 3 ^ i^t ^ 1 1 1 1 S iflif 

stxj* p t x 3 itfsT-fi mt * mfe-r %> z t *m it t^iti * y 

[^HJ<^«J*] 
[0 0 12] 

Mi^wf if Kits i t^t'i So ttz, mvit6&K z&shww&vmm&ffirtrn 

[0 0 13] 

CP TX 3 * ^/N^K^^fci-S^S^coM^ P TX 3 ^ ^Ofim±#^ 
1-S^S^Oii!l3e. PTX3 * ys*?K<7>M*m<DU®- (Wz-l$, 3>-fn-^4t 
) fc Jt^1" & Stefc if £ WS - 1 3&«T § > Jfeiift &$iJte tL-Cii, PTX3^^7S 
OMOSUS. PTX3 *>/**K©*©»l5£&^*^tfS£fc#tfi3fe&o &*3PTX3 
Jt^FOttafeE^JSrE^J*^- n:> P TX 3 * ^^SOT 5 ^iftBE?!l*BB^J#^2 fcj^ 

[0 0 14] 
[0 0 15] 
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w^o -tttt>*>^ ±mmftMn*iz¥&!hm%^te^w%:77~?<v&Ufcm&mfe<D 

RBt£Lxmmmm&}te%.<D3;*>KmZti&o (a) lipid core£>;K;§£, (b) fibrous c 
ap (DWZ, (c) shear stress^ (d) jfeffi*fflfl&0«jW0SflE0*'g-T?* >9 , (a) fi 
tf*U£;*c£W5 fc\ (b) ttJ*»t*urj*W3:ir % (c) fi3£tftU£3iW5i:\ (d) 

t± 5^ it a- idraft v 45 ^ t 9 9 - * © l ^ 1- £ a j* i- 0 w k & *t * jm w it * 

©efttt-tlB© (a) ~ (d) cofi^^wdo 
[001 6 ] 

*»K*tefc*V>Ttt, P TX 3 ©I^ii, SlP TX 3^L#tffiV>S^SE^»i||5fe^3&« 

[001 7] 

1 . KPTX3»#I 
^S&IJB-CfflV* h tl&faP T X 3 gfcflctt P T X 3 * i < , 

> 9 9hfit^ khtftfr, ^r^7^ thift»if©^«tffl 

x , 3dff* &~ m jfe $ tL & k p t x 3 tfcfr t iimtJ « -mm $ *l & & p t x 3 mm* p t 

[0 0 18] 

^mmxi&m $wkptx3 Srcf^ii , <k$w<D^®. *m ^ X # U ^ n - i- JU t tz it J 

> /W-/y K-vicj: t)m*k$ti& &<9, is J: i9*rL#itfS^^-^ 

[0 0 19] 

t:Lt»^„ f^^t), PTX3 SrjS^Hfc L-CffiffiLT, iit^It^MJ 
[0 0 2 0] 

hmmLxn&o 0 0 2- 5 0 3 6 4 2 fcH^stLfc^fc^v^ai 

2fcfc, COigPTX3^>/^f»Mi:LtfflV^ 0 ftiVMi, PTX3»a 
F*«S t LTftffif^ i H 1 tO^, toti"*?* Kttt h PTX 
3 cor 5 y miBFO =t <9 'ft^J&fc: J: t i: « £ U P T X 3 ifHK^HSBfcS&S 

£. t tti, £ &C5cgfetf) P T X 3 * * WC* 5tdWi**t i 

[0 0 2 1 ] 
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m -t £ mmm t <d * #n l t mm-t %> <d am t l < > —«fi9 t n >f o *n o»* 

, Mx.ii\ -7^^, ^A^^-, **vM±9"9-*\ ^v^WS £ tL&o 

[0 0 2 2] 

fc^ JfiflsifcfitfcPBS (Phosphate-Buffered Saline) ^^S^tK^^ 

[0 0 2 3 ] 
[0 0 2 4] 

TtfrfE&^ftt t £ mis <n mmm tit, m$mm wun-7ii^v^ 0 

^C05^n--v«{± % ^0@^<^jffl|&^ #!lx.ii\ P3 (P3x63Ag8. 653) (J. Immnol. 

(1979) 123, 1548-1550) , P3x63Ag8U. 1 (Current Topics in Microbiology and Immuno 
logy (1978) 81, 1-7) , NS-1 (Kohler. G. and Mil stein, C. Eur. J. Immunol. (1976 
) 6, 511-519) „ MPC-11 (Margulies. D.H. et al., Cell (1976) 8, 405-415) , SP2/0 

(Shulman, M. et al., Nature (1978) 276, 269-270) > F0 (de St. Groth, S. F. et a 
1., J. Immunol. Methods (1980) 35, 1-21) „ S194 (Trowbridge, I. S. J. Exp. Med. 

(1978) 148, 313-323) , R210 (Galfre, G. et al., Nature (1979) 277, 131-133) # 

[0 0 2 5 ] 

b 5 )\s*t -i y b<Djj& (Kohler. G. and Milstein, C. , Methods Enzymol. (198 
1) 73, 3-46) mKmCXftd ii^T^ 0 
[0 0 2 6 ] 

tp-eMMZti&a i^WJtLTIi, Mz-lX&V x-f-wyv (PEG) , t> V 

fr* (HVJ) mm^^ti, ^h\zWxW.Kl ] 0m^^'Mib^tzibKV 

[0 0 2 7] 

*i&tLTJ4, lulE^ ^n-v,«^oiiJi|^0M^RPMI164O^#fS:, MEMi## 

JB&JBlfiL?* (FCS) ^OlfiLlt?|R^#ffl-r * £ b & -C § £ o 
[0 0 2 8 ] 

3 7 VmiS. KiUU L tz # 'Jxfi/>n3- ;v (PEG) ($) x. {4^^*1000-600 

ose) it^it 3o~6o% (w/v) ommxmm u utizx-oxE^t-t 

[0 0 2 9] 

£<£J: -5 izLX%bti?z^<<-7V K— ^t±, ifitt<3»$y&*»U Mx.lfHATM ( 

t*°*^f 7 5 / 7'f U > ^ i 5 y > ^^tff tl) "C^l" & £ kZ X S 
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[0 0 3 0] 

< * * V - - f ^vS^tx. Jf *fc v^c Mx. 5i\ *° V 7 *f- V ^#-et? § £ tf- X^m<D 

9 6 ^/k^^ hme>&mz&M.*m&mt, ^^rv f-^oj§ 

fcin vitro t^P TX 3 fcJSffcU JSfln; ^ &%k<DKXfrmM*^-f & < .xn- 

#<&¥l-59878-i-<Zr^#M) 0 hfiilM^^roi/^- h U h 

7 - 7?M®Kffim ^^PTX3 ^^Lt^P T X 3 L 

H<2rM#^W0 94/25585 W0 93/12227 -^*L W0 92/03918 W0 94/0260 

2 -^<2ril«) o 
[0 0 3 1 ] 

[0 0 3 2 ] 

#o^^^v^#u> -e-^*±?tt Ltftim *av»iw^y K-T*£*Lt 

[0 0 3 3 ] 

^ii^iiCfAL, Ife^ttitf ^fflv^tl 
4?^»»^^lv^a#ti^ (Wx.ll Vandamme, A. M. et al., Eur. 
J. Biochem. (1990) 192, 767-775, 1990#M) 0 
*fffi9tC»±, SPTX3 liftf^^It^i^-ib^-'f ~f y ) K-v^£>, SlPTX 3*iL#:Opr^ ( 

MM'is'fe (Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294-5299) > AGPC& (C 
horaczynski, P.et al., Anal. Biochem. (1987) 162, 156-159) X *9 ^To T<£RNA£- 
DfilU mRNA Purification Kit (Pharmacia^) #£^J1 LT g lftc^mRNA£|illlt-<2> o 
£ fc. Qui ckPrep mRNA Purification Kit (Pharmacia©) £JS V»S £ t \Z X mRNA£ It 

[0 0 3 4] 

#?>^^niP^A^ib^^»^fflV^^#V«<7)cDNA^^i-^ 0 cDNAO^J&ii, AMV 
Reverse Transcriptase First-strand cDNA Synthesis Kit (^t^lHttiSD ^&,fflv^ 
Xtrdo ttz, cWA(D&f&& £ Xfi§m*tf*> fcli, 5'-Ampli FINDER RACE Kit (Clontech 
U) &J;<mR£fflV^5'-RACEfe (Frohman, M. A. et al., Proc. Natl. Acad. Sci. US 
A (1988) 85, 8998-9002, Belyavsky, A.et al., Nucleic Acids Res. (1989) 17, 2919- 

2932) mzmm-t&z t&x^& 0 

[0 0 3 5] 
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[0 0 3 6] 
[0 0 3 7] 

[0 0 3 8 ] 

giM^^iiatt, twsfti (hi) ttzimm ago h-*-*dna*»i* 

L «| £ =r - K1" & D N A £ J|i-C93§SI^ * * - K ^ "e^M £ £ * T 

Uv^ (WO 94/11523 -^<Zr$R#M) o 
[0 0 3 9] 

m$:^mfofa<DW&Ki±±mm^.M fat? w-e it %< > ^^^yx^^ift^ 

tf-bM £3- Kf ^ffAL-Ott^aHS^t LTPlMi-^o 

JrL^jtfei^ $ fitz^m^^^ts D N AKfJt £ ^O&^&A U c: <DK £iHf<7) 

MOgL#:£^-tffLrf-S£±iin$-ti:^7ti6^. 3Li:*;v^E>fc h 7 >^S^--y ^ ^Iwjg 
fflLtUv^ (Ebert, K.M. et al., Bio/Technology (1994) 12, 699-702) 0 
[0 0 4 0] 

tMft (Humanized) J)L#:£ffifflT^ & Q BE^O^jSS: 
[0 0 4 1 ] 

[0 0 4 2] 

thMfbfiL#5i> WffiUS (reshaped) Hf^Hi?^ itUi, H M^OPifLK) 
^ Mx.tf-^^^^#CDffiMtt^fefIit (CDR; complementarity determining region) 

htix^& (wtmmmmmtem^w 125023^-^fR, wo 96/02576 ^nmm) 0 

[0 0 4 3 ] 

^fomizte, vi)^f©CDRttffi;^7V-A7-^iJ| (framework region 
;FR) t *m£ir& X 7 izmfLtiDNAmmZ, CDR& Jr^FRSJcafJtCt 

LtfflV^PC R&KX (W098/13388^fH^fBm^77-ffi£#Bs) o 
[0 0 4 4] 

CDR £i^L TiSIt $ t h £l#:c7) 7 1^ - A 7 - ^ flitte, ffl«tt&7£fli|5475*&$ : & 

i&dmvj ftifhrn^mz £ £ $ k , M^-emii^ ^ & n %> ? v - a v - ? mm 

©75yil:tftLtU^ (Sato, K.et al., Cancer Res. (1993) 53, 851-856) 0 
[0 0 4 5] 
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T*i4, C 7 1, C 7 2, C 7 3, C 7 4£, L|Rl?{4 C k , C A *i%.mir& £ fcjjt-cl & 
[0 0 4 6] 

[0 0 4 7] 

UfJtiLTi4, Fab, F (ab') 2, Fv, 1 'MOFab^^&Fc^-f £Fab/c, 3;£i4Hii 
^ L < J4 L ilcOFv^il^ & V > * - -CjiiPS £ ^> > a. >Fv (scFv) <b tL 

& 0 ^#|ft^{4, #Mfc£g^ MxJ4VnV^ ^7°v>^SL^#f|frjt££j&£^& 

mmtzm^MM>X$m.Z*tZ> ($IxJ4\ Co, M.S. et al., J. Immunol. (1994) 15 
2, 2968-2976. Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476- 
496, Academic Press, Inc., Plueckthun, A. 6 Skerra, A. Methods in Enzymology (19 
89) 178, 476-496, Academic Press, Inc., Lamoyi, E. , Methods in Enzymology (1989 
) 121, 652-663, Rousseaux, J. et al., Methods in Enzymology (1989) 121, 663-669 
, Bird, R. E. et al., TIBTECH (1991) 9, 132-137#M) „ 
[0 0 4 8] 

scFvf4, »HiVfit LtiLVffi&t ZMffi-tZZ t \,Z X *M#£>*L&o ^OscFvK 
£V^T, HiVittLiVtilt V Bt L< (±^y^ KV >#-£^LT^t 

|£$*L& (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-58 
83) o scFvt'*3tt^H|«VlIitj3 «fc VfR#li. #88*ffl*fc#L#fc LTffi«c£ tL/c 4 

r s y m 1 2 ~ 1 9 % % k^v> ^ tts 0 

[0 0 4 9] 

scFv£n- Kt^DNAIi, frflBfitfl:OH«S {4H®| V«#* a - K"T £ D N A, # 
J^LfllSifcliLaiVfcWiJfca- KtiDNAOH, -ttLfe cogB^iJO ? t>O^HR4 14 
BfM^T^ y BWB2?IJ * a - Ft^DNAM^-ili U Z<DM>fM*%L$E-f&-79 J 

NA, fei^^IS^Hi, L«U$&BS*LS «t ? teMfet2>7°7 4-?-n*m.& 
[0 0 5 0] 

— H.scFv^3- FtSDNAWfiSW fc, -ttLfe Sr-^rt Sf&il^ * 
[0 0 5 1 ] 
[0 0 5 2] 

m^mmm tLx, mmm wo#a^p t ^ l fcifc p t x 3 1- * c t 

[0 0 5 3 ] 

Sfefc, ZlS#mt»#: (bispecific antibody) T»*o 
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TUv>. rl«F||ttR:#ttPTX3^±©*3;4ilf h-^^Elt^^IMM 

[0 0 5 4 ] 

fflB Ti K *° V ^ f - ;v 4: «flg $ #&m $ * * C t § 3 0 m x. tdT 7" n -=e - 

- (human cytomegalovirus immediate early promoter/enhancer) Sr^tf* i 
<2> o 

[0 0 5 5] 

SV40) ^co7-f ;v*7n^-^-/oi;>^;y^_, * 4 v >tt t h xn ~> 3 > 7 r * 

*-la (HEFla) *Z<Dm&mMU&*<D7u*-*-/^s»y^~^i^\ft,tL& 0 
[0 0 5 6 ] 

SV407 , n-=E-*-/ai>^;y9— *«ffli-*»#»±Mulligan?><0^ (Nature (1979) 
277, 108) i fc, HEFla7°n ^- ? -/.x >vn Sr-ffiffi^S^fiMizushima 

h<Djjm (Nucleic Acids Res. (1990) 18, 5322) £ X \) , ^KMitt^mZlfv Z. t 

[0 0 5 7] 

Ltli, $lx.i£lacz7n^E-^-, araB^n^e- ^ - & 1 & 0 

laczT'n-t-^-Sr^ffi^-^^ttfardfeo^rfe (Nature (1098) 341, 544-546 ; FASEB 

J. (1992) 6, 2422-2427) K X *) , & * u> f±araB7°n - ^ - *#^fABetter 

(Science (1988) 240, 1041-1043) \Z X «9 & Z t § & „ 
[ 0 0 5 8 ] 

lBv^^-;i/@B^0 (Lei, S. P. et al J. Bacteriol. (1987) 169, 4379) fcteffl-ffU* <£ 

T (refold) ffiffl-t* 0 
[0 0 5 9] 

tiLWkfeMt Ltl±, SV40, ^'Jt-v^/fj^, 7t-V7^;1/7>, ^>;^"d-v^ 

(bpv) ^ofi*o4co*Mv»*ifc*«T?§, zbiz, m^msm^i&u^x^-m. 

(APH) jtfc^K ^ 5 v > * ^ - -tf (TK) MH\ * ^> ^ 7 - > * V 

^h7^7x7-^f (Ecogpt) itfzH\ i>'tFn^l^i (dhfr) «f5xf^^^ 
tr £ t iflt* 
[0 0 6 0] 

[0 0 6 1 ] 

0«L<I4, *S&W^teffl3ft*;BL#ti, W?Lffl» N «*.i*CHQ, COS, S^n--^ 
BHK. Vero, HeLatt^fi^lSft&o 
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2fcfc> 3^JWSSI§*Lfc1&^j|ffll6*in vitro^Ttiiin vivo^* LT g ft f 
Sfe$**o ^»0^»{i<2r^nO^H^v>ff^o fllxJt WiLT, DMEM, ME 
M, RPMI1640. IMDMtr^ffl1-^i ttfX%, ^fl&JSJfitf* (FCS) f^M^tffit^i 

[0 0 6 2 ] 

MxJ£> '/nf>f>A*7AS:fflv^*7AfcL'C, Hyper D. P0R0S. S 
epharose F.F. (Pharmacia^) ^hWlfkft&o ^"O^, MftO? ZtiX 

^^ItS^ 19, ilf^iH^^. (Antibodi 

es A Laboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 19 
88) o 

[0 0 6 3] 
2 . P T X 3 (DMfc 

*&WK&\**xmtet& PTX 3 W£R5£S*L1\ ^gPTX3T^ ^OBffi-T 

jTy^4, ^mtmm, ^r^ny k ^ 

{i^^fe-^^-lSP^^^ftfe (enzyme- linked immunosorbent assay : ELISA) (Mx.fi\ sand 
wich ELISA) X$>2> 0 EUSA%£<D±&L?z?immtt&l±mm%^%n<DjjmK£ «9ff 

[0 0 6 4] 

--^»t^f4«rJnx. >f h SrfrHfcP TX 3#l#£: P TX 3 * > 

^° * ft £ m& £ * & L T . ilft P T X 3 Jfi#: * 4h L T # # L fc P T X 3 * 

[0 0 6 5 ] 

Jit, # U * - 4 h i?<D&J$.Wffi*. if 9 * 4 ^<0^t£ O^tftHfcfc^tfa £ fc 

tlv^ii^lio fi;PTX3^t5:t#i©^it fl^##*toaLWa:!R*a: 
^Ifjlv^iiatftia ijjft#-t*ii:**"eS«o t^feo^Krftli^TT^IRwft 

[0 0 6 6 ] 

£fcP TX 3#L#fc PTX 3 ^V;^Sio^li, Mlt, ««t8ttf»T?ff ^tL* o M« 
fcltli, r/SI», Tris|g«, ^x>|i», BB. 

v^tLtv^^ft, Milt 4 TC-Hz&KT 1 W 2 4 mm<04 zs*x.s<-^ 3 zs&ft 
t>tL&o 41/*^- h&<Dmm*. PTX 3 ^ V;^f i^P TX 3»i^M 
^v^OT^tLf^-e^ J: HUx.{i\ Tireen20^O|iilfMttS«I*^"tr««*ft Wftffl 
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[0 0 6 7] 

^mM<DPTX3 9>'i?mm&%mzi3\,*x\i, PTX 3 ^^^I«L/;^t 
^tW^-ftfe^ uv h n-;vf$f4£i£gLT& iw„ 3> fn-^ftt LTH, PTX 
3 * >-/^ jC£^-£ fcv»l*te3 y fn-;i/^PTX3 * K&-£t> Rite a >hn 

»fc*LfcjB?*, P TX 3 * >/<^K4r^triairtta > h n-;^#^#P,tL^|t*t Jfc|fc-$- 
[0 0 6 8] 

jftPTX 3 ftft*^LTt##|:»^Lfe p T X 3 * w^®<J9«!5£<Z>0* Lv>H#£: 
[0 0 6 9] 

[0 0 7 0] 

^gptx z&fcvmmtmi&toibtLx^z-fimiiz x ^ ? -tOTtg^^^o ffiMfeff 

lft%«&JSv>£ i b imffi-?$> *) , MW^tLta, 5^7^ V h -7°( 32 P, 14 C 
, 125 T 3 H, 131 I£^k 7;vtHr^f>, n-^5>, r/yWon\ «>mV7 

»k , r >u a v * x -7 T 9 - * & if<^ii £ $ r tr y > * $ e> KSBin-r s t a* 

[0 0 7 1] 

S:PTX3S;#m?#t5r7^- h&fc*03tJ3M£K;&D;U a;PTX3S 

V- H-iDx*,, >f>^-a^-h©|fe, 8fei£U *«tfcPTX3#fr|**;&n*.*o M&'f 
y^j-^-ygXT)!, 7°l/~h£rft#U hlzm.^?zWM&LT? PTX 3£iL#:£t& 

ft^^^fi»v>^^- v 3 i ± 19 - ttfx%& 0 mm\z 

'J 6 -J^^^^m) -/7>f-9Ai (ABTS) , 1, 2 -7x^l/>i?75 > 
V-7x-V>i?7r/) , 3, 3' , 5, 5' -Th7^fMyy^y (TME) & 

[0 0 7 2] 

*H^PTX3 ^ LV^lit LT, tf*^^T?*«SfL 

[0 0 7 3] 

V- h £#fc#U T;V7> V -7 r tf % ;f v ^- -tf & i?£>BX t L T tf 
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[0 0 7 4] 

*H?I©P P TX 3 ^ ^^^III^feOtOtt#fc LT. PTX3r/^®^#I 
[0 0 7 5 ] 

[0 0 7 6 ] 

^W^it^ti^o ^fr&fc&^Tt:^ feLPTX 3feL#^^^L/tffi#:^ffiV^T 
P TX 3 it#"eli„ ifcffSrflRft-t-iffiffi: LTIi, 5F»ttt\ 

;V x. > 9 7- y * ^tff^flt^ i fc 5&»T §= £ #\ *"'J^fl/>5f^ *ifr=p 

3 SLfr^ftSlflg-e^S tLS (5 § < 35: & OT, rtffiT** C b K 

i»)PTX3*l5tllJt4iim4, Sfc, *HKJ:*»«*5^63teBttt-^tJ:l?illl3g 

[0 0 7 7] 

*§WOPTX3 * >^^®OPJ^ftO^<7)«t LTii, i^lf, M/7X^> 
&mM0. Uffl L fc/*>f tf- -tr > ^ - * JB § -5 0 M ^X^y 

*HliS^^flJffl Lfc/*>f ^--b>-9--^> y^9M-9y^9Mf%<Dms.ftM 7 k®kM:<D9 > 

£fca*TFtB"C*<&o Mx.(i\ BIAcore (Pharmacia^) ^O/t^f *-fe 
v^StfcfcJ: PTX3 ^ >^^Ita;P TX 3»MMtl» 1 1 Wt:$,4 
o A#«Jfc:tt\ fiSP TX 3irL#^@^bb7t-t^^-^y *4WRi|B|-*»3»S^ fit 

PTX3»,^t^ P TX 3 9 y^fKZ&m^ri-frVmitt IttHiti ifc^ 

[0 0 7 8] 
[0 0 7 9] 

PTX3gL#«r-^tfo --««Pl^i, ^7>^#f^ 0 »«^ELISA&f;:So' 
[0 0 8 0] 

P T X 3 ^ ^/^RfXIi P T X 3 *fi?l*Igt 4 £ H: i *)ft%%>fiZ> 0 M 

tx 3 iaxawpTX3 a6sp*ae*«is£u ata 
»?^^i;-->^t?gk* 0 ioti, i»atit igfjB&jflLfE. Km, atma?. mmm 

mtl# 2005-3030723 
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LTf±SHRSP9 y K fi- il^f^fcLtli, P^f^av^^, N0D-7-7 7; 
, KK/Ta Jc 1 t >7 7\ , KK-Ay/Ta Jc 1 v<7 * , C57BL/Ks J-db/db Jc 1 v * * , C57BL/KsJ-db/+ 
mJcl^T^ GK/Jcl^K £ 6 K\ iftjfcjE^^&r-^V t LT y P- „ 

[0 0 8 1 ] 

£ £ . ,tt /B v> * t ti , P T X 3 «£ £f P T X 3 3&ft!J5£ii« £ ^ 

> mmXZJm^r-mmL, 14^W;PTX3 ?^^®XfiPTX3:afS^:l:£<&£n 

[0 0 8 2] 

fc, mttmmfe-fim tit, s*i»-pcrk j: * %&&&miftbti& „ t?z^ p t x 3 

-^-y->7^^»5itit»|^o -mtJ^&tlt^ P TX 3itf5^-c0 7°n 
"ggj^^Vv^^ 7 — *Z*?Jf t 7ir his?— -tr\ GFP^c^v — jj — 9 ~y/*p JtOcDNA 

~->?ir& it^fiSo 

[«#!] 
[0 0 8 3 ] 

[0 0 8 4] 

«M 1 P T x 3 9 y;s?K(om% 

M&M(DmUtenottazzitb<7)j3& (Bottazzi B, Vouret-Craviari, et al. , J Biol Ch 
em. 1997 ;_272 (52): 32817-23.) CTHM L£ 0 MWCliHU VE CcD^#±it* 
fe*l»*trofco "f 1 7 5cm 2 -7 9^3^fflv^ 5% FBSS"S"trEGM-2*S«ltT 3 

7^°C, 3 HJS#^ $gmWL*®WVfZo >kK 5 OmM Imidazole, pH6. 7 
r^d^^T^HR 5/5 Mono Q column (Pharmacia Biotech, Uppsala, Sweden) V^fc 3r 

U 5 OmM imidazole^ 1M NaCl£iJPx.& t £ £ =t -2>v§£B £ & o fc 0 & *> #J # <E> 
*-r?:/-CNaCl©fllfl-4:0d»&0. 5 8 MK 3 5#WTM|lijn3^i\ LTJftj*JwNaCl«?» 
ft£ IMi ■eifijn$.«tB^ 5 ffv^ 2 8 0BmOUVSrfflv>PTX3O»ffl*fltBLifeo 
|:PTX3iai«-^tf777^3>(:^ LSephacryl S-300^ffiffl Lfc^ia^nv 
P 7*7 -7 4 - fctfv* P B S K ct 19 f#tb fcfro fc 0 $ t, Kg>-2fc*l&J&'t & PTX3W 
fc&idSuperose 6 column (Pharmacia Biotech) ifcttJi LtffiSLfco 

12 8 0nm£>UVfc «t — * V > ^■%tfhffi>j& 0 . 4 mL/minfrCC P B SKX *)W-B 

*frofc 0 *-£>gu ^SrSDS-PAGEfcJ: i?»#f«:ffv^ f«PTX3tftfc 0 

[0 0 8 5 ] 

^510112 tflP T X 3 ^ s~ ? v ~ 1- )vm*<OftM ■ 

?u-i- /l/gMfcttTiBO&ffc £ X *) feU Lfco 1" * *> > Balb/Cv * 7^ (CRL) 2 IE 
KPTX3 Sr^LTto ^H^^fi^BfiE^ 1 0 0 //g/E£&& J: d KPI»L 

> FCA (7n/f > h^^Ti^^/-?^ h (H37 Ra) , Difco (3113-60) , h y * 

>yy (cat#231131) ) *fflv»txv^ya^Lfc40t&TKS4U. 2«B^|: 
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5 0 pg/mt ts:Z> X -9 JcfUlLfe &C9&FIA (7n^>f^^Tya;r/f, Difco (06 
39-60) „ ^nvf^-^yy^ (cat#263910) ) -Cx^^a ^Lfc4«DtSTK 

Lfc 0 m i m m m m t? aijn^&a * ^wt 2 eht o & 0 cov»tii5o^ g/m 

tft&X^ WBSKmRLmBmftfcn^Ltzo PTX3 ^>^«£=7- h L/^Ay 
7°V- h *fflV>fcELISAfc X *) P T X 3 W&Jilit+Ofitftffl^lLTV^OiaB 

v ^ 7s < x. u - viHiap3ui t * x mmmjk * m& l , pegisoo (n?/ a • ^ t 7 

J X T 4 y ? , cat#783 641) fr£ <fc D ifflJI&Itfrfcfiro ;fc 0 9 6 7ti§*7°V- h (iflL, 

t±R*#^ffiK J: 19 ^y * n- >ftLfc&, te^?«*ff v>J&s|6±?»*|lIJRLfeo ELISA 

ft^iPTX3W^5 0^n->#^ o 
[0 0 8 6] 

^n-^;l/^#c£>ffMi±Hi Trap ProteinG HP(Amersham CAT#1 7-0404-01) £Ji V>T 
trofc 0 K - v^f± i ?: Sf * 7 A C f t - y L , M;ty7 7 - (2 OmM 

T/llth'^A ( P H7. 0)) KT*^, tiHA';7 7- (0. 1M^V~>>-HC1 (p 
H2. 7)) "CjltiJLfco #WliW<S'7T- (1M Tris-HCl(pH9 . 0)) fcJn&fcf-* 
-^fcfcrVMtt.fc+fllLfco fofomfrfry-frLtz^ 0. 0 5 %Tween20/PBST?— 
If*trvv^7 7 7-fi»Lfc 0 ffiKSftfc^tiO. 0 2«fc 4* «fc ? KNaNs £v»L 

[0 0 8 7] 

RtfMftflEJi ^T^v 7^1 gG (gamma) (ZYMED CAT# 62-6600) t7H'j7t^7r^ 
-4f--^^tv^^ I g G (gamma) (ZYMED CAT# 62-6622) £fflV* v<7 * I gGt>N 
7 -f-ELISA^frv^ TO<^3(t^'v«7^ I g G 1 (ZYMED CAT# 02-6100) Sr * * > ^- K 
tLT^lL^o SPTX 3tfLW<DTJ V ^-ft:>^J4, ImmunoPure Monoclonal Antibo 
dy Isotyping Kit II (PIERCE CAT# 37502) £JfV^ T^Htto fe 0 

TstVfJVyyomZk, IgGl, IgG2a, I gM* 9*<0ffi#5&*»&*Lfc o 
[0 0 8 8] 

PTX3I6S?: 1 0 O^g/Efc&S J:-5 fcf|»U FCA (70^/ h^7^a/r/ > 
(H37 Ra) . Difco (3113-60) , ^7F>fV^>7> (cat#231131) ) fcJB^T^v 
frVm >"fbLfc^O=gr^T«#L7t 0 2ag|IQ^C 10 0 //g/Ki^^ i ? fcPHKLfcfc 
O&FIA (7n^>f^7y' a ;r/K Difco (0639-60) , ^7 fVf-f y + yy^ 
(cat#263910) ) txvjVy 3 >ft Lfc <D ^STi:S4 Lfco ^-Olfe* 2ilWWH|-C 1 
0 0 ^g/EOFIAxvjl/y 3 y^gTt^L, <£*ff 5 H&ftfcfro fc Q 5@Mtt» 
ifclfiLfcfrV^ -7-9-^jfiLff "F^frMSr, 9 6 ^.x^y^- b ir^rCH^n- h L^ELISAft 
KXWMLtz 0 ^Of&£$£]ftL£*TV\ JfiL?t£-]t£L£^ ProteinG *7Atf i 
H^-IL/Co 0. 0 2 «t 9 ^NaN 3 ^^J)0L4 c C^l : L7to 

[0 0 8 9] 

$mw 4 elisa^ <7) #n t ite 

IfiL'fOPTX3 *lftffii-*feie>, PTX3 0t> K-f yf-ELISA**JBLTOJ:dtcfl|l6 
Lfco i-**>-fe, 9 6 7x;V7"V- M:a - ht^^liPPMXO 1 0 1 (FERM P-l 
9697) , P PMX 0 112. P PMX 0 1 4 8 £\ Zfib fctt-frLifc P TX 3 

LTlf*f->-eIiL^P PMX 0 1 3 7*fflv>fc 0 j^, >"ftK»4Pi 
ercettOSulfo-NHS-LC-Biotin (CAT* 21335) «rJBV»"C£tfco;fco 
[0 0 9 0] 

9 67x;MAy^l/-h^i 0^g/mLt^^j;^:i;PTX3WPBS (-) "C 
#*lLfefe©*3- h L, 4 VX—m^ >*x.s<~ h Ltz 0 IH 3 0 0 ^L/wellOtfeifr/t 
"77-(0. 05% (v/v) Tween20, PBS) *e3HIiJfei^, AB IttO^A77^^^ 
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tf^Hf- (ABI #10-601-001) £l 5 O^Ulx., 7'D7^r>^^fo/; 0 M-eSfcBfH 

^f7T- (5 OmM Tris-Cl pH8. 0, 0. 15MNaCl) JC« L£ & O * JDx. 

2^l!igI^V^a^-Rfc 0 ^ ttfcJfiLjfrfc PB S (-) t?2 0^g/ 

- h LTto RjS«C*&Tfc&, Kl^jfiLvf ^ig^i-^^fiCygnustt<OStab-ELISA-r (Cygnus 
#1-030) *JBv>T\ VectorttcD^ FV'7 , f7 fcf v>-HRP0 (Vector #SA-5004) * 3 M g/mL 
KmRLfzi><D%il\!z_, 0. SNFliiS^V + a^-Mjto 3 0 0 M L/wel 10^#^ 
V7r ~X 5 BifeifrLfcSL ^#<73 7°n h 3 -;i/^^V^Scytektt0OTMB (Cat#TM4999) £Ji 

[0 0 9 1 ] 

•9- > WOP T X 3 Sftff V 7 h GlaphPad PRISM (GlaphPad softwa 

re Inc. ver.3.0) *fl§V>T*|$f Lfco 11 P T X 3 ^ffl v^t^ ^ > f - K ^ - 7^#1 L 

(mi) o 

[0 0 9 2 ] 

EusA<vmmmm$mm&fezti?zPTX3m&gmm& (alexis?±) zm^x, 30 

x 10, 3. 1, 0. 3, 0. 1, 0. 03. 0. 0 Ing/ttLcDmman^KWLZk-tb^X 
ftMLfZc ZhlZ^ m.ISA(Dmm}£m<Vfz&KWmWFXm3Xi%mLX^&tfufa (ALEXIS 

ttxvmx) *m^x±mtmmKMmmm*j$t#>?za ^mwuLtzm^trnm^m 

3 (DfomzX &mM (02) t oJfc«fc:*5v>-c\ W?»*»^«f^«S*OiSaEj&*i- CttTV> 
[0 0 9 3 ] 

^L£f££ifjfii£firo£o ^J&L/iJfiL^^^^fi, 3 7°C, 2 B$ W <£> >f > 3r j. ^ - -> a 
><Z>^ 1 0 0 Orpnu 1 O^P^coiflLvt^t^^f o^o jfiLft±?»JS^*iaJRL- 8 OViZ 
XQ&fLfco Ztlb<Dlkm*m^XMMl,zMmL?zELISA&KXl!n.m*PTX3 9V*9 

l^M^^Tof; 0 ^©Meffl^e^ic-ciiftfPTxs ^^Jfflfcfl?©*^** 

B* *Lfc (m 1 ) o £ <b £ t t^Oift*, 7^o;U^f7 laiBHK-^ao P T X 3 Wk 

m&^Mfc (p<0. 0 1) Ttf***ir*fcfco;fco 
[0 0 9 4] 
[SU] 



Mlfif f P T X 3 SS(ng/mL) 



No. 






1 


0.31 


0.26 


2 


0.40 


0.23 


3 


0.35 


0.20 


4 


0.36 


0. 14 


5 


0.44 


0. 12 


6 


0.42 


0. 10 



[0 0 9 5 ] 

[HI 1 1 Iftii L^ifcOELISATOfflM^^f o 

[EI 2 ] ttJ**W«5£fc# P T X 3 i: tfcjfcfco P T X 3 iijfe^ 
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[mm] 

SEQUENCE LISTING 
<110> Perseus Proteomics Inc. 

<120> Method for determining degree of angiopathy 
<130> P00761602 
<160> 2 

<170> Patent In version 3.1 

<210> 1 

<211> 1145 

<212> DNA 

<213> Homo sapiens 



<400> 1 

atgcatctcc ttgcgattct 
gatgattatg atctcatgta 
actgaggacc ccacgccgtg 
atcatgctgg agaactcgca 
ctgcggggcg agctgcagag 
aggccgtgcg cgccgggggc 
ctgcaggcga cccgcgacgc 



cgcccagagg 

gccgacctgc 

acagctattt 

ccaatgaggc 

aaaaccatcc 

agctaccaat 

atggtttccc 

acatccttgt 

attgttcctg 



aggcggggcg 
acgcggtgca 
tattcccaat 
ttgagtcttt 
tgttttccta 
ccatagtgtt 
tgggaaggtg 
gggtaaatgg 



gttttgtgct ctctggtctg cagtgttggc cgagaactcg 
tgtgaatttg gacaacgaaa tagacaatgg actccatccc 
cgactgcggt caggagcact cggaatggga caagctcttc 
gatgagagag cgcatgctgc tgcaagccac ggacgacgtc 
gctgcgggag gagctgggcc ggctcgcgga aagcctggcg 
tcccgcagag gccaggctga ccagtgctct ggacgagctg 
gggccgcagg ctggcgcgta tggagggcgc ggaggcgcag 
cgccctggcc gcggtgctag aggagctgcg gcagacgcga 
gggctgggct gcccggagct ggctgccggc aggttgtgaa 
gcgttccaag aagatttttg gaagcgtgca tccagtgaga 
tagtgcctgc atttgggtca aagccacaga tgtattaaac 
tggcacaaag aggaatccat atgaaatcca gctgtatctc 
tgtggtgggt ggagaggaga acaaactggt tgctgaagcc 
gacccacctg tgcggcacct ggaattcaga ggaagggctc 
tgaactggcg gctaccactg ttgagatggc cacaggtcac 



agggaggatc ctgcagattg gccaagaaaa gaatggctgc tgtgtgggtg 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
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gtggctttga tgaaacatta gccttctctg ggagactcac aggcttcaat atctgggata 1020 
gtgttcttag caatgaagag ataagagaga ccggaggagc agagtcttgt cacatccggg 1080 
ggaatattgt tgggtgggga gtcacagaga tccagccaca tggaggagct cagtatgttt 1140 

1145 



cataa 




<210> 


2 


<211> 


381 


<212> 


PRT 


<213> 


Homo 


<400> 


2 



Met His Leu Leu Ala He Leu Phe Cys Ala Leu Trp Ser Ala Val Leu 
15 10 15 



Ala Glu Asn Ser Asp Asp Tyr Asp Leu Met Tyr Val Asn Leu Asp Asn 
20 25 30 



Glu He Asp Asn Gly Leu His Pro Thr Glu Asp Pro Thr Pro Cys Asp 
35 40 45 



Cys Gly Gin Glu His Ser Glu Trp Asp Lys Leu Phe He Met Leu Glu 
50 55 60 



Asn Ser Gin Met Arg Glu Arg Met Leu Leu Gin Ala Thr Asp Asp Val 
65 70 75 80 



Leu Arg Gly Glu Leu Gin Arg Leu Arg Glu Glu Leu Gly Arg Leu Ala 
85 90 95 



Glu Ser Leu Ala Arg Pro Cys Ala Pro Gly Ala Pro Ala Glu Ala Arg 
100 105 110 



Leu Thr Ser Ala Leu Asp Glu Leu Leu Gin Ala Thr Arg Asp Ala Gly 
115 120 125 



Arg Arg Leu Ala Arg Met Glu Gly Ala Glu Ala Gin Arg Pro Glu Glu 

tB!IE# 2005-3030723 



#H 2004-049444 3/ 
130 135 140 



Ala Gly Arg Ala Leu Ala Ala Val Leu Glu Glu Leu Arg Gin Thr Arg 
145 150 155 J 160 



Ala Asp Leu His Ala Val Gin Gly Trp Ala Ala Arg Ser Trp Leu Pro 
165 170 175 



Ala Gly Cys Glu Thr Ala He Leu Phe Pro Met Arg Ser Lys Lys He 
180 185 190 



Phe Gly Ser Val His Pro Val Arg Pro Met Arg Leu Glu Ser Phe Ser 
195 200 205 



Ala Cys He Trp Val Lys Ala Thr Asp Val Leu Asn Lys Thr He Leu 
210 215 220 



Phe Ser Tyr Gly Thr Lys Arg Asn Pro Tyr Glu He Gin Leu Tyr Leu 

225 230 235 • 240 



Ser Tyr Gin Ser He Val Phe Val Val Gly Gly Glu Glu Asn Lys Leu 
245 250 255 



Val Ala Glu Ala Met Val Ser Leu Gly Arg Trp Thr His Leu Cys Gly 
260 265 270 



Thr Trp Asn Ser Glu Glu Gly Leu Thr Ser Leu Trp Val Asn Gly Glu 
275 280 285 



Leu Ala Ala Thr Thr Val Glu Met Ala Thr Gly His He Val Pro Glu 
290 295 300 



Gly Gly He Leu Gin He Gly Gin Glu Lys Asn Gly Cys Cys Val Gly 
305 310 315 320 



Gly Gly Phe Asp Glu Thr Leu Ala Phe Ser Gly Arg Leu Thr Gly Phe 
325 330 335 
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Asn He Trp Asp Ser Val Leu Ser Asn Glu Glu He Arg Glu Thr Gly 
340 345 350 

Gly Ala Glu Ser Cys His He Arg Gly Asn He Val Gly Trp Gly Val 
355 360 365 

Thr Glu He Gin Pro His Gly Gly Ala Gin Tyr Val Ser 
370 375 380 
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^-z? : 



[IS 2] 



10 




miE#2 005-3030723 



#0 2004-049444 



l/E 
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#JH 2004-049444 
50400302273 



©^1* m^mm±m 0095 

f« 0 ¥J& 1 6 # 2 ^ 2 6 H 



[ItffiB] TOl6^ 2J325B 
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WT ZB TO ii^ C^tfe^feWT-ZE) 



#® 2004-049444 
50400302273 

muz* mwtm 

/hW 1# 2 14 3 

ffr&B ¥J&1 6^ 9 J! 6 H 



<fTIEl*I#l > 
STIE K^a^ > h 

bTIEJKH 

[^tt-^ifil*^-] 164232 

[lfttt#H] 21,000R 

164232 

imtf&m] 2i,oooR 
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ffi I A I i i 1 



1/E 



2 . 



ft Bf 
ft £ 



[50319 6 776] 
2003^ 8I22H 



mMfl5^#IK ±m-T I47f 19f 
2 0 0 4^ 912 70 

m^fl5gSg,|fei^|2gT@ 7#6^- /^-^kf;v 



mi£#-^ tHiE#2 0 0 5 - 3 0 3 0 7 2 3 



